Atty. Dkt. No. 060925-0801 

Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

Claims 1 to 52. . (Canceled). 

Claim 53. (Currently Amended) A compound having the structure: 




CH3 COOCH3 



phosphat e group, or a pho s phoramidat e group; wh e r e in th e phosphoram i dat e 
group consists of a phosphorouG atom bound to 1) an oxygen atom, 2) to a hydroxy, 
phonoxy, or a substituted phonoxy group, and 3) to an amino ac i d, wh e r ei n tho amino 
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acid is bound to tho phoophorous atom through i to am i no group and optiona ll y bound to 
tho 3' carbon of tho sugar through itc carboxy group ; 

ore afid pharmaceutically acceptable sajt salts thereof. 

Claim 54. (Currently Amended) The compound of claim 53, wherein the compound 
is compris e d of a m i xture of th e t e rm i na l ha l ogenat e d doub le bond an E and or Z 
i som e rs isomer . 

Claim 55. (Currently Amended) The compound of claim 54, wherein the compound 
is the E isome r having tho structure: 



wher ei n i s a phosphate group, or a phosphoramidato group; whoro i n tho 
phosphoramidato group cons i sts of a phosphorous atom bound to 1 ) an oxygon atom, 
2) to a hydroxy, phonoxy, or a substituted phonoxy group, and 3) to an am i no acid, 
whoro i n tho am i no acid i s bound to tho phosphorous atom through i ts am i no group and 
opt i onally bound to tho 3' carbon of the sugar through i ts carboxy group; 

and pharmac e ut i ca ll y acc e ptabl e s alts th e r e of . 

Claim 56. (Currently Amended) The compound of claim 54, wherein the compound 
Is the Z Isome r hav i ng th e structur e : 



Br 
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wher e in i o a phoophato group, or a phosphoramidat e group; whoroin the 
phosphoramidat e group cons i sts of a phosphorous atom bound to 1 ) an oxyg e n atom, 
2) to a hydroxy, phenoxy, or a subst i tuted phonoxy group, and 3) to an am i no acid, 
whoroin tho amino ac i d i s bound to tho phosphorous atom through i ts amino group and 
optional l y bound to the 3' carbon of tho sugar through its carboxy group: 

and pharmacout i ca l ly accoptablo salts thoroof . 

Claim 57. (Currently Amended) A composition comprising a compound of any of 
claims 53 to 56 and a pharmaceuticallv acceptable carrier. 

Claim 58. (Canceled) 

Claim 59. (Previously Presented) A method for inhibiting the proliferation of a 
pathological cell in vitro, wherein thymidylate synthase is overexpressed in the cell, 
comprising contacting the cell with an effective amount of a compound according to any 
of claims 53 to 56. 

Claim 60. (Previously Presented) A method according to claim 59, wherein the 
pathological cell is a colon cancer cell, a breast cancer cell, a gastric cancer cell, a 
head and neck cancer cell, a liver cancer cell, or a pancreatic cancer cell. 

Claim 61 . (Previously Presented) A method according to claim 59, wherein the 
pathological cell is a colon cancer cell. 

Claim 62. (Canceled). 
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Claim 63. (Currently Amended) A compound or a pharmaceutically acceptable salt 
of the compound, wherein the compound has the structure: 

0 




wherein: 

(i) is a group: 




wherein Xd is H; and, Xe is CI or Br; 
or: 

(ii) is a group: 




wherein Xd and Xeare independently the same or different and are selected from 
CI, Br, and I , and CN ; 

and wherein each R® is independently the same or different from the other and is 
selected from the group consisting of -H, -OH, -0C(=0)CH3, or F; 
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is -H, a phosphate group or a phosphoramidato group; whoro i n the 
phoophoramidato group cons i sto of a phosphorous atom bound to 1 ) an oxygon atom, 
2) to a hydroxy, phonoxy, or a substitutod phonoxy group, and 3) to an am i no acid, 
whoro i n the amino ac i d is bound to the phosphorous atom through ito am i no group and 
optiona ll y bound to tho 3' carbon of tho sugar through i ts oarboxy group 

a monophosphate or the structure 




.CH 

CH3 COOCH3 

; and 

wherein the compound may be in any enantiomeric, diasteriomeric, or 
stereoisomeric form, including D-fornn, L-form, a-anomeric form, and )ff-anomeric form. 

Claim 64. (Previously Presented) A compound according to claim 63, wherein: 

is a group: 




wherein Xd is H; and, Xe Is CI or Br. 
Claims 65 to 67. (Canceled). 
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Claim 68. 



Claim 69. 
CI or Br. 

Claim 70. 

Claims 71 

Claim 79. 
structure: 



(Currently Amended) A compound according to claim 63, wherein: 
is a group: 



wherein each X is selected from CI, Br, and I , and CN . 

(Previously Presented) A compound according to claim 68, wherein X is 

(Previously Presented) A compound according to claim 68, wherein X is Br. 
78 (Canceled). 

(Previously Presented) A compound according to claim 63, having the 





HO 




wherein Xd is H; and, Xe is CI or Br. 
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Claim 80. (Previously Presented) A compound according to claim 63, having the 
structure: 




COjCHg OH 



wherein Xd is H; and, Xe is CI or Br. 
Claim 81. (Canceled). 
Claim 82. (Canceled). 

Claim 83. (Currently Amended) A compound according to claim 63, having the 
structure: 




wherein Xd and Xe are independently the same or different and are selected from CI, Br, 
3nci li 3ncl CN. 



SVCA_33708.2 



-11- 



Atty. Dkt. No. 060925-0801 



Claim 84. (Currently Amended) A compound according to claim 63, having the 
structure: 



wherein each X Is selected from CI, Br, and I . and CN . 

Claim 85. (Previously Presented) A composition comprising a compound according 
to claim 63 and a carrier. 

Claim 86. (Previously Presented) A phamiaceutlcal composition comprising a 
compound according to claim 63, and a pharmaceutically acceptable carrier. 

Claim 87. (Previously Presented) A method for screening for a therapeutic agent, 
comprising: 

(a) contacting a sample containing a target cell with a compound according to 
claim 63; 

(b) contacting a separate sample of the target cell with a potential therapeutic 
agent; and 

(c) comparing the samples for inhibition of cellular proliferation or cell killing. 

Claim 88. (Currently Amended) A method according to claim 86 87, wherein the 
target cell is characterized as resistant to a chemotherapeutic daig. 
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Claim 89. (Currently amended) A method according to claim 8§ 87. wherein the 
target cell is characterized as expressing a target enzyme that is amplified as a result of 

selection in vivo by chemotherapy. 

Claim 90. (Cun-ently Amended) A method according to claim 8© 87, wherein the 
target enzyme Is an endogenous intracellular enzyme that is overexpressed in the target 
cell. 

Claim 91 . (Previously Presented) A method for inhibiting the proliferation of a 
pathological cell, wherein thymidylate synthase is overexpressed in the cell, comprising 
contacting the cell with an effective amount of the compound according to claim 63. 

Claim 92. (Currently amended) A method according to claim ©0 91, wherein the 
pathological cell Is a colon cancer cell, a breast cancer cell, a gastric cancer cell, a 
head and neck cancer cell, a liver cancer cell, or a pancreatic cancer cell. 

Claim 93. (Cun-ently Amended) A method according to claim 90 91, wherein the 
pathological cell is a colon cancer cell. 
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